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Comments from AstraZeneca on the 
FDA Draft Guidance - Premarketing Risk Assessment 

(Docket Number: 2004D-0187) 

General Clomments 

AstraZeneca welcomes this draft guidance as a much needed step in providing greater 
structure and consistency between Centers and across Divisions, especially in situations where 
FDA reviewers mandate conditions for product approval greater than those historically 
required by FDA regulation and guidance. Since requirements for additional studies and 
increased amounts of data will result in delays in drug development, the added value of 
identifying as many risks as possible prior to approval must be balanced against the decreased 
benefit to patients who are waiting for neededsmedicines. 

AstraZeneca appreciates and concurs with PDA’s statement in this draft guidance that many 
recommendations are not applicable to all products, and indeed should only be employed in 
cases with particularized safety issues. At the same time, there are a number of concepts in 
the draft guidance that are areas of concern to AstraZeneca regardless of how frequently 
applied: 

Expectations for additional safety data from products when “an acceptable alternative” 
treatment exists, even if not all patients benefit from the acceptable alternative. This 
reflects an under-appreciation of patient-to-patient variability and the need for multiple 
treatment options within a therapeutic class, and would seem to unfairly penalize products 
that are not first in class or a first-line therapy. 

Expectations for a substantial increase in the number and variety of patients to be included 
in the pre-approval safety database without adequate consideration of the practical 
difficulties and unintended consequences associated with this expansion. 

Recommendations for delaying final dose selection until Phase III, which will not only 
significantly increase the size, complexity, and time to complete these trials, but will also 
increase the likelihood that patients will receive either a sub-therapeutic or toxic dose. 

Emphasis on large simple safety studies (LSSS) as a prior-approval requirement or as a 
Phase IV condition of approval without clear recognition of the limited value and 
significant burden of such studies and without clear guidance as to when these are 
appropriate. 

Proposals for sponsors to assess the potential for medication errors prior to approval, 
although a clear regulatory definition of medication errors has not been established and 
methodology to conduct such assessments has not been validated. 
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Comment or proposed replacement tex t 

W e welcome the additional guidance the Agency has provided 
regarding the k inds  of patients  who should be inc luded in a 
premarketing safety database. However, we request that FDA further 
define the terms “relevant doses” and “reasonable representation,” 
s ince this  could be interpreted in many different ways. Specific  
examples  would be helpful to better understand FDA’s  expectations. 
W e also request that the Agency c larifies  whether the recommended 
s ize of exposure could inc lude patients  exposed to dose levels  lower 
than the intended levels , especially  in s ituations  where higher doses 
may put some patients  at increased r is k . 

This  concern does not seem to be addressed by larger s tudies ; rather, 
it would need to be addressed by longer s tudies . 

Since many of the most rare and severe adverse reactions  only  occur 
at a rate of one event per ten thousandpatient exposures (or even les s  
in many ins tances),  a 1500 patient pre-marketing safety database (as 
suggested by ICH El A) will never definitively  estimate the frequency 
of rare events, even if the s ize is  increased tenfold. AstraZeneca is  not 
aware of any recent examples  where low-frequency adverse events 
observed in s imilar products have been successfully  quantified 
prospectively  (e.g., prior to postmarketing surveillance), and requests 
that FDA provide further guidance as to how this  might be 
accomplished. 
The sample s ize necessary to provide adequate s tatis tical power to 
detec t pre-specified increases over the baseline morbidity  or mortality  
can be very  high if the increase is  small. The benefit of any additional 
knowledge about patient safety gained by exponentially  increasing the 
s ize of the premarketing safety database should be considered in the 
context of the benefit to patients  that may be los t due to longer 
development times and delay  in patient access to improved therapies . 
AstraZeneca requests further guidance on what pre-specified increases 
are acceptable in var ious  settings . 
AstraZeneca is  concerned that the two additional s ituations  mentioned 
in the draft guidance when safety databases should be larger than 
descr ibed under ICH El A essentially  establishes a new s tandard for 
drug approval. Under the Federal Food, Drug, and Cosmetic  Act, 
FDA must evaluate safety and effec tiveness solely  with respect to the 
drug under review, and has no authority  to consider the safety and/or 
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nt when making this assessment unless the applicant itself 
intends to make comparative safety or efficacy claims. In the absence 
of such comparative claims, the existence of a “safe alternative” 
should make no difference in determining whether a larger database is 
necessary, since any drug requires an FDA determination of safety 
and efficacy to be approved. Therefore, if a drug is not the first in 
class or is the second treatment for a specific disease, this language 
would essentially mean that FDA might require a larger safety 
database than required under ICH ElA regardless of whether this will 
improve patient safety. Without clear criteria for determination of a 
concern and a “gold standard” via therapeutic guideline, arbitrary 
determinations motivated by a variety of factors besides safety will be 
possible. The new drug might have a better efficacy and/or safety 
profile than the “safe and effective alternative,” or may provide 

“observational” since, presumably, some control over the conduct of a 
“Uncontrolled” also conflicts with the title of this 

Additionally, AstraZeneca suggests that the weaknesses of long-term 
controlled safety studies should be discussed in more detail in this 

cumulative effect of significantly increasing the number of studies and 
study subjects needed for drug approval. Additionally, it may not be 
feasible to recruit and retain such numbers in all situations. While 
AstraZeneca agrees with the need to broaden inclusion/exclusion 
criteria, since this will make it easier to find an adequate study patient 
population and will provide a more accurate picture of usage in the 
real world, it should be recognized that this will result in an increased 
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Section Line 
Number 

Comment or proposed replacement text 

efficacy and safety more difficult. Additionally, it may not be 
desirable or feasible to expose some populations, such as those that 
are high-risk or difficult to recruit. It would be helpful if FDA would 
align the recommendations in this draft guidance more closely to the 
current guidance in effect for gender, race, and age diversity in a pre- 
registration database, and add clarification as to how deal with 
efficacy and safety issues in small subgroups. 
AstraZeneca believes that dose ranging in Phase III should be 
considered on a case-by-case basis. Using a range of doses in Phase 
III will result in less data on the dose that is ultimately marketed 
unless the trials are significantly larger. It would be worthwhile to 
consider flexible dosing as a possibility for some drugs. Although 
flexible dosing does not allow for a formal comparison between 
doses, it does allow patients and their doctors to fmd the dose that 
works the best for the patient. 
Lines 316-318 state that demonstrating a dose-response relationship in 
late phase clinical trials could add important information to the 
assessment of efficacy. AstraZeneca believes that late phase clinical 
trials are generally too late in the development process to examine 
dose-response relationship. By this time, adequate dose-response 
examination should have been performed and the final dose(s) 

ts that exist in a 

many different countries, AstraZeneca requests that FDA provide 
additional guidance as to how to ascertain what products are 
“commonly used” by prospective patients, or “likely to be co- 
administered’ especially in the context of cultural differences in 
medical practices and availability of such compounds through the 

on to describe possible reasons for conducting a pre-approval LSSS 
(lines 454 to 463). No examples of when a post-approval LSSS might 
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that warrant an LSSS be described for both the pre-approval and post- 
approval situations, and that the Agency articulate specific examples 
of when a sponsor might consider conducting a pre-approval versus a 
post-approval LSSS. AstraZeneca’s general suggested approach 
Follows: 
Conducting an LSSS is a significant commitment at any stage of the 
product life cycle. Not only does a pre-approval requirement for 
LSSS represent a de facto fourth phase to development, it is extremely 
difficult to design an ethical and effective LSSS study until evidence 
of efficacy in Phase III has been obtained. Due to the significance of 
this burden, AstraZeneca believes that a pre-approval requirement of a 
LSSS should be reserved for only those cases when a signal suggests a 
possible serious adverse event that, if confirmed, would result in an 
unfavorable benefit-risk profile, potentially representing a potential 
public health risk of sufficient magnitude that would prevent product 
approval. 
In addition, AstraZeneca requests that FDA provides references that 
describe considerations for LSSS design that are consistent with PDA 
expectations. 
AstraZeneca submitted extensive comments to FDA on medication 
errors in response to the March 2003 proposed rule for Safety 
Reporting Requirements for Human Drug And Biological Products 
safety reporting regulations (the “Safety Tome”). Until the FDA has 
responded to the comments of AstraZeneca and others and issued the 
final rule, AstraZeneca believes it is inappropriate for FDA to attempt 
to effect changes in existing regulatory standards via draft guidance 
documents. 
The draft guidance is requesting an extensive pre-marketing risk 
assessment regarding possible medication errors. It has been shown 
repeatedly that the majority of medication errors result from 
multifactorial issues in the healthcare delivery system rather than 
because of a single factor such as the drug itself. Creating artificial 
situations to simulate the real-world environment before the drug has 
been approved is problematic, especially when indications, dosages, 
trademarks, and even packaging have not yet been finalized. 
Therefore, we believe the reference to “clinical trials” should be 
deleted from the list of techniques that can be employed to assess the 
potential for medication errors. 
The draft guidance discusses attributes of a well-planned medication 
error prevention analysis (MEPA). The examples on lines 482 to 488 
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rted. Such a discussion seems out of place in a pre-marketing risk 
assessment document. AstraZeneca also respectfully notes that the 
usefulness of a mPA in preventing medication errors is currently 
speculative and that additional research and study is needed to 
determine its value (as recommended at the December 4,2003 
meeting of the Drug Safety and Risk Management Advisory 
Committee) before FDA establishes any requirement or expectation 

The advantages and disadvantages of “splitting” versus “lumping” 
coding practices are well known. Even when searchable pre-specified 
groups of certain adverse events exist, in order to make these useful 
and interpretable, uniformity is needed for drugs in the same class and 
perhaps, for drugs across classes. AstraZeneca suggests that this is 
something that can be built into MedDRA, and recommends that FDA 
establish and make publicly available groupings of MedDRA terms 
that would serve as case definitions for commonly reviewed signals 

sponsors frequently cannot obtain such information without the 
patient’s cooperation (for example, in cases of threatened litigation, 
further requests for information may be denied). It is reasonable to 
expect that follow-up information should be diligently pursued and 
that the sponsor’s efforts should be documented, but it is not realistic 
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VLH. 8974399 In addition to reference to the ISS, the draft guidance should also refer 
to the appropriate section within Module 2 of the CTD when such an 
application does not contain an ISS. 
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